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homogenous background, a
potentially important difference to
the study by Huang and
colleagues [7,8]. Would the results
reported by Khayat and
colleagues [19,20] hold if more
natural visual scenes had been
used? Or would they find results
more similar to those described
by Huang and Paradiso [7]?
Additional experiments are
necessary to reveal the effects of
saccadic eye movements under
natural viewing conditions. Huang
et al. [7] say they are currently
performing such experiments and
it will be exciting to learn what
their outcome is.
References
1. Lettvin, J., Maturana, H., McCulloch, W.,
and Pitts, W. (1959). What the frog’s eye
tells the frog’s brain. Proc IRE 47,
1940–1950.
2. Robson, J. (1980). Neural images: the
physiological basis of spatial vision. pp.
177–214. In Visual Coding and
Adaptability. C. Harris, ed. Lawrence
Erlbaum Associates: Hillsdale, NJ. 
3. Ringach, D.L., Hawken, M.J., and
Shapley, R. (2002). Receptive field
structure of neurons in monkey primary
visual cortex revealed by stimulation
with natural image sequences. J. Vis. 2,
12–24.
4. Smyth, D., Willmore, B., Baker, G.E.,
Thompson, I.D., and Tolhurst, D.J.
(2003). The receptive-field organization
of simple cells in primary visual cortex of
ferrets under natural scene stimulation.
J. Neurosci. 23, 4746–4759.
5. David, S.V., Vinje, W.E., and Gallant, J.L.
(2004). Natural stimulus statistics alter
the receptive field structure of V1
neurons. J. Neurosci. 24, 6991–7006.
6. Vinje, W.E., and Gallant, J.L. (2000).
Sparse coding and decorrelation in
primary visual cortex during natural
vision. Science 287, 1273–1276.
7. Huang, X., and Paradiso, M.A. (2005).
Background changes delay information
represented in macaque V1 neurons. J.
Neurophysiol. doi:10.1152/jn.01309.2004.
8. Huang, X., Blau, S., and Paradiso, M.A.
(2005). Background changes delay the
perceptual availability of form
information. J. Neurophysiol.
doi:10.1152/jn.01312.2004.
9. Thorpe, S., Fize, D., and Marlot, C.
(1996). Speed of processing in the
human visual system. Nature 381,
520–522.
10. Li, F.F., VanRullen, R., Koch, C., and
Perona, P. (2002). Rapid natural scene
categorization in the near absence of
attention. Proc. Natl. Acad. Sci. USA 99,
9596–9601.
11. Sperry, R.W. (1950). Neural basis of the
spontaneous optokinetic response
produced by visual inversion. J. Comp.
Physiol. Psychol. 43, 482–489.
12. Thiele, A., Henning, P., Kubischik, M.,
and Hoffmann, K.P. (2002). Neural
mechanisms of saccadic suppression.
Science 295, 2460–2462.
13. Sylvester, R., Haynes, J.D., and Rees, G.
(2005). Saccades differentially modulate
human LGN and V1 responses in the
presence and absence of visual
stimulation. Curr. Biol. 15, 37–41.
14. Duhamel, J.-R., Colby, C.L., and
Goldberg, M.E. (1992). The updating of
the representation of visual space in
parietal cortex by intended eye
movements. Science 255, 90–92.
15. Tian, J., Schlag, J., and Schlag-Rey, M.
(2000). Testing quasi-visual neurons in
the monkey’s frontal eye field with the
triple-step paradigm. Exp. Brain Res.
130, 433–440.
16. Nakamura, K., and Colby, C.L. (2002).
Updating of the visual representation in
monkey striate and extrastriate cortex
during saccades. Proc. Natl. Acad. Sci.
USA 99, 4026–4031.
17. Jonides, J., Irwin, D.E., and Yantis, S.
(1982). Integrating visual information
from successive fixations. Science 215,
192–194.
18. Bridgeman, B., Van der Hejiden, A.H.C.,
and Velichkovsky, B.M. (1994). A theory
of perceptual stability across saccadic
eye movements. Behav. Brain Sci. 17,
247–292.
19. Khayat, P.S., Spekreijse, H., and
Roelfsema, P.R. (2004). Correlates of
transsaccadic integration in the primary
visual cortex of the monkey. Proc. Natl.
Acad. Sci. USA 101, 12712–12717.
20. Khayat, P.S., Spekreijse, H., and
Roelfsema, P.R. (2004). Visual
information transfer across eye
movements in the monkey. Vision Res.
44, 2901–2917.
Henry Wellcome Building, University of
Newcastle upon Tyne, NE2 4HH, UK. 
E-mail: alex.thiele@ncl.ac.uk
DOI: 10.1016/j.cub.2005.10.057
Dispatch    
R919Evolution: Natural Selection in the
Evolution of Humans and Chimps
We now have more or less full sequences of both human and chimp
genomes, allowing comparison that sheds light on their evolution. A
few hundred genes show significant evidence for adaptive evolution in
the two lineages, but the actual number might be much higher. Natural
selection has eliminated about 75% of amino acid changes in coding
sequence since the split of the human and chimpanzee genomes.Hans Ellegren
The field of molecular evolution
was born in the 1950s when it
became possible to determine the
amino acid sequence of proteins,
and to compare these sequences
among related species.
Subsequent advances in DNA
sequencing technology allowed
homologous genes to be analyzed
at the nucleotide level and, from
this, we could start to infer how
mutation and selection had
contributed to molecular
evolution. Today, the availability
of full genome sequences and
computational methods forcomparing them means that the
full spectrum of evolutionarily
accumulated mutations
distinguishing two species can be
studied. As reported in a recent
paper ([1], see also [2–4]), the
human genome has now been
lined up against that of our
closest living relative, the
chimpanzee. A comparison of the
two genomes reveals a number of
important features, summarized in
Table 1.
In addition to the biological and
medical interest in the human and
chimpanzee genomes, their
sequences are important to
molecular evolution for severalreasons. First, with two species as
closely related as these two
hominids, their sequences will
almost always be sufficiently
similar to make alignment of
homologous regions
unambiguous. Notably, this is true
not only for conserved regions,
like genes, but also for neutral
sequences, as in the intergenic
landscape. Second, over such a
short evolutionary distance, the
incidence of multiple mutational
hits at individual sites is
negligible, so it is usually
straightforward to infer which
evolutionary changes have been
made since the two genomes
split.
What does the chimpanzee
genome sequence tell us about
the role of natural selection in
human evolution? Purifying
selection is clearly evidenced by
the fact that mutations that alter
the amino acid sequence, which
in many cases presumably have a
deleterious effect, have gone to
fixation at a much lower rate than
those that do not. Traditionally,
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R920Table 1. Summary statistics for the human–chimpanzee genome comparison (from [1]).
Characteristic Human Human/chimp Chimp
Genome size (Gb) 2.9 2.9
No. of chromosomes 46 148
Mean divergence all chromosomes (%) 1.23
Mean divergence  X chromosome (%) 0.94
Mean divergence Y chromosome (%) 1.9
Mean divergence at fixed sites (%) 21.06
Mean divergence at CpG sites (%) 315.2
No. of nucleotide substitutions (millions) 35
No. of insertions and deletions (millions) 5
Total amount of sequence as indels (Mb) 90
Divergence including indels 44.5
Lineage-specific no. of new Alu insertions 57000 2300
Lineage-specific no. of new L1 insertions 2000 2000
Lineage-specific no. of new processed pseudogenes 200 300
Heterozygosity (per bp) 7.5 x 10-4 68–19 x 10–4
1Human chromosome 2 evolved from a fusion of two ancestral chromosomes subsequent to the split of human and chimp lineages. 2The lower
divergence at fixed sites than in a comparison of any two copies of the respective genomes is because sites polymorphic in each species con-
tribute to the estimated divergence. 3CpG to TpG mutations occur at a rate 10–12-fold higher than for other nucleotides. 4Insertions and dele-
tions thus make a larger contribution to human–chimpanzee divergence than nucleotide substitutions. 5The three-fold higher activity of Alu
elements in the human lineage is mainly due to activity of two new subfamilies (AluYa5 and AluYb8) that evolved since the human–chimpanzee
divergence. Preliminary analysis indicates that baboon has a 1.6-fold higher Alu activity relative to human so there may have been a general
decline in activity in the chimpanzee lineage. 6The highest diversity is seen among central African chimpanzees and, in particular, between west
and central African populations. this is expressed in terms of the
ratio of non-synonymous (dN) to
synonymous (dS) substitutions,
dN/dS, where dS is here used as
an index of the rate of
unconstrained, neutral evolution.
When dN/dS < 1, the usual
interpretation is that negative
selection has taken place on non-
synonymous substitutions. When
dN/dS > 1, positive selection is
likely to have accelerated the rate
of fixation of non-synonymous
substitutions. Note that purifying
selection is the conservative force
in molecular evolution, whereas
positive selection is the
diversifying force that drives
molecular adaptation. dN/dS is
estimated to be ~0.25, on
average, for the human–chimp
comparison. In other words, about
75% of all amino acid
replacements seem to be
removed by purifying selection. 
But such substitutions may still
drift to appreciable frequency
before selection has had time to
act. The new study [1], using data
from the HapMap project [5],
shows that the proportion of
replacements that have beenremoved is lower for derived
alleles that are at low frequency
than for more common alleles,
consistent with results from other
data sets [6]. In theory, one
should be able to quantify the
proportion of non-synonymous
substitutions that are slightly
deleterious from the differences in
dN/dS between rare and common
alleles [6]. Caution is needed,
however, as the ability to detect
rare alleles is dependent on
sample size and as synonymous
sites in mammals are probably not
entirely neutral [1].
The estimated dN/dS of ~0.25
for the human–chimp comparison
is higher than that seen between
mouse and rat (~0.13). Such a
difference might be taken to
suggest either increased adaptive
evolution in hominids relative to
that in rodents or relaxed
constraints. Relaxation of
evolutionary constraints among
hominids would be compatible
with the prediction from
population genetic theory that
selection against deleterious
mutations is more effective in
larger populations where geneticdrift is weak. Presumably, the
population size of rodents has
typically been larger than that of
hominids.
The classical
neutralist–selectionist debate
centred on the importance of
adaptive changes in molecular
evolution. Selectionists argued
that a large fraction of those non-
synonymous substitutions that go
to fixation are driven by positive
Darwinian selection. Neutralists,
on the other hand, believed that
most fixed substitutions have no
effect on fitness. Supporters of
the nearly neutral theory
acknowledged that substitutions
with small selective coefficients
may drift to fixation if population
size is low. Although, today, most
molecular evolutionists would
probably not advocate one or the
other of the models in the strict
sense, it is of great interest to test
assumptions given by the different
models with the human–chimp
divergence data. In a screen for
genes with dN/dS > 1, only a few
hundred show significant
evidence for adaptive evolution.
Although in each single case it is
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R921difficult to distinguish stochastic
variation in divergence from the
action of positive selection,
expected categories such as
genes involved in immune
defence, reproduction and
perception are overrepresented in
the candidate set.
While, at first glance, the results
from the new study [1] would
suggest that the total number of
genes that have been subject to
adaptive evolution in hominids is
limited, this is not necessarily the
case. The statistical power in the
dN/dS test is notoriously low,
particularly at time-scales as short
as that of the human–chimp
divergence. dN and dS are both
estimated from the complete
coding sequence of genes so for
their ratio to show significant
evidence to exceed one, positive
selection has had to have been
acting on several amino acid
positions. In reality, there should
be no reason to expect that
adaptive evolution is limited to
such a scenario. Single amino
acid changes at, for instance, the
active site of proteins may have a
significant impact on their
function. Moreover, positive
selection may act at some sites
and negative on others, meaning
that dN/dS is less than 1, even
though positive selection has
occurred. Indeed, tests for
positive selection which allow
variation in dN/dS among sites
indicate that a larger fraction of
human and chimpanzee genes
have been subject to adaptive
evolution [7,8].
It will be useful to obtain a
primate outgroup sequence to be
able to map human–chimp
differences down to the particular
lineages and infer the direction of
change. Moreover, genome-wide
studies of genetic diversity within
human populations will help to
identify genomic regions where
positive selection has led to so-
called selective sweeps [1,5,8];
such regions are characterised by
reduced levels of genetic diversity
and an excess of high-frequency
derived non-synonymous
substitutions. Understanding to
what extent genic divergence is
driven by natural selection is also
important to another classical
question in human evolution: ishuman uniqueness primarily due
to protein divergence or
divergence in levels and patterns
of gene expression [9]? There is
an increasing body of evidence
suggesting significant divergence
in gene regulatory elements [10],
patterns of methylation [11] and
levels of gene expression between
humans and chimpanzes [12].
Interestingly, a recent study [13]
has indicated that tissue-specific
divergence in expression and
protein sequence is correlated,
hinting at a dual and co-evolving
role of protein and expression
divergence in human evolution.
The human–chimp genome
comparison also offers insight into
the underlying mutation process.
It has recently become evident
that mutation rates vary
extensively both between and
within mammalian chromosomes
[14,15]. One source of this
variation is the higher number of
cell divisions in spermatogenesis
than in oogenesis [16], giving
greater opportunity for replication
errors to accumulate in male
germline. Consistent with this, Y
chromosome sequences (which
spend all of their time in males)
mutate at a higher rate than
autosomal sequences (which
spend only half of their time in
males), which in turn show slightly
more mutations than X
chromosome sequences (1/3 of
their time in males) (Table 1). But
the new study shows that base
damage caused by deamination
of methyl CpG to TpG, which is
the most common type of
nucleotide substitution, occurs at
roughly equal rates in the male
and female germlines. Male-
biased mutation is thus probably
restricted to errors introduced
from faulty DNA replication.
Causes of mutation rate
heterogeneity within
chromosomes include sequence
context effects [17], GC content
(influencing the incidence of
CpGs) and proximity to telomeric
ends (where high recombination
rate promotes mutation, either by
a direct mutagenic effect [18] or
indirectly by increasing GC
through the propensity for biased
gene conversion to fix Cs and Gs
[19]). The local rate of mutation is
probably governed by a complexinterplay of these and potentially
also other factors. That rate
heterogeneity may be maintained
over a long evolutionary time
scale is indicated by co-variation
in lineage-specific neutral rates in
orthologous regions of human and
chimpanzee [20], obtained by
using baboon as outgroup. Also,
there is a correlation between the
neutral rate in orthologous regions
of human–chimpanzee and
mouse–rat [1].
The initial comparison of two
more or less fully sequenced
hominid genomes represents a
milestone event in molecular
evolutionary studies. The coming
in-depth analyses of these
genomes are likely to offer a route
towards the most challenging
question — what does it take to
make a human? It can be foreseen
that future work in this area will
have to integrate information from
observations of sequence as well
as expression divergence.
Moreover, advances in analytical
methods will be necessary to be
able to disentangle divergence
caused by random genetic drift
from divergence caused by
natural selection.
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exponentially and infectious
individuals spread over larger
distances [6]. Between 60 and 90
days the epidemic changes from
being mainly local to being
country-wide. Any control
strategy needs to be
